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DUWT (FER104E 8 A25 BT ERER TR EELEEELEREETERREN)
ICBVWTED DN TS L ZETTHR, Sk, MEROHKRAROEKRIFICHT2H
¥ AROREICET 5 AEEOFHRRRRR VBRRRRIZIIT 5 PK/PD
HARTAVERHROLBYBMDVELDELADOT, BEETEHREFICRL
TRAMFBBEVWLET, :

RB. BATAFTAVE, BBEACBIT2RFNHARICESSELRY
BAFEELDELOTHY  ZFMEOESFETZRR L LSEHRAIC
ESVWEbOThhiZ. 4T Lb IR LEFEZETTAEIKRD
DHDTERNVILERLEBZLET,
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Loz

PK & IIEMENRE % B.% 3 5 Pharmacokinetics DEETH O , o FiE - AR L&
EATORMRERSE (BRI, 57, B S oBfRE2RT, £/, PD &
1% % BMT 5 Pharmacodynamics DB TH Y . EYOAEENTORE L /ER
FENDERAKUBIER) OBRERY, MEEITHBITS PKPD &iX, PK & PD
D EDETHEMTI S Z2Ick Y, HEEORE - BRLERAOBRERL,
FEROEIMERLELEOB RN, BRBE2BE - AEEREL., BERERER
REBTHEDDEZFThHE,

PUBR O BRSO 1o RIS O RRB O 7= DICATh 5 BB K URARRBRIC
BT, MEROEBRE T 2BMERZR/IRICL, BRIREEKRIZTS
TeHDOREHFEEAONCT DI ENEETH D, FRRRRICE VT, FEERK
PK/PD RER CE%h & FAEIT 5 PRK/PD /35 A —F (Coe/MIC*!, AUCMIC*?, T>MIC
WE)EALPICL, BRPDEEZBDIDICNER PKPD RF A —FEXEHT 3
Z &, PK & mutant prevention concentration (MPC) & MBES%E26 ., TR HERM
HICEOLERZEATSZ L. RUBHWEAREZICEDS PK NF A —F 2B bH»
L., BIERBROGERESTFRIEND PK RXIA—FOEEL2EHT A Z L RE
BThY., ThoDHBERAROERZEE 2 T, BERRRIZBWCTH BB
PK/PDRFIDEREHET 5 Z LIC L - T, HEEOFEPURCREMOBAN LK
DONDEEZRAE - &R, LVBEENIIRETIIEHEREERY, DWTI,
LV BERBKEREZERTHILBTELLERSD,

FMEBYE ISR T 2 HEERIEICEIT 5 PK/PD OEEMZEL T, FIEEEAR
BT 5B PK/PD R OEREHET 57201, REERRICBITS
PK/PD Bt OETIRICBET 2R/ EZITV. INODORAEDRER BT X, MEEDHk
EEIRAR K O EEIRABRIZES T 5 PK/PD WA RT A4 E2ERK LT,

2B, BHA RTAVRARENTZRBICHZLRBAPESN, AVA RS54 0T
ATRIEFEXIIFMELEL VB E B X bN2BAICE, TOFEEZRAWSZ L
BT B H DTN,

X1 : ZARKMPEE (Maximum concentration) / B&/NEBEIEEE (Minimum
Inhibitory Concentration (MIC) )

X2 : BE-H#R T (Area under the time-concentration curve) /MIC

X3 0 EEREED 24 BRI COHEMBENR MIC 28X TV BEROEE (Time
above MIC) | |
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1.1. Eﬁﬁiﬁﬁﬁl:?ﬂ(f%#ﬁ& PKIPDEBRERDEE ..., e ——— 5
111 BERRBRIZE B - FEREOREIIR oo 5
1.1.2. PK/PD FEERERBBRRARDBEER A D IHE ....ooooovovvveseeseen werreeennB
1.2, THEEHBRBLENE ... R 5
1.3, BEEREZARBODBERIL o 5
14, BB D T AT et 5
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PRI (Y- .3 S e 6
215, BEEEEBAL.....ooooeeeen, e e 6
246, FRERT D DIl ettt st 6
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2.2. PK/IPD R BROEMERBLEDERR e 7
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1.3. ﬁ#ﬁﬁil:tswéiﬁmﬁﬁﬁ ........ ettt sttt eens e e, 10
1.4, BB OHBEBIER CEWERDBER ..o r0
2. BRI » BIETTIE oottt st 10
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PKIPD 3EBERH A K51 >

1. SERRRERRRICE 115 PKPD HROER L B
1.1. EBRBERRICH T3 3EEK PK/PD RBEOES
MEEOENIINENLBATEIREEATHY . ERNICIX, ZOREEICHT
% in viro TR AHEERLHERICRNT A LN TES, $ir. BWRLAET -
VEER LT in vivo I2B1T 2HEZED PK/PD O#HEHL., ZOBRMIAEEIRFET
ITon20ThiE, b MIBITAHEEDOHE - FEOREBIZAWICEER2 52
BEBZBEND, INHDZLIX, ERZOLOBRENTHIMDEL OEP LI
BAARAEEME OBEThB, LizRoT, FEEEKE PKPD RBREIX. TZE0
RIZBWT, BRAB~OFRAMEOBWERER| R TEBLEEILNS,
1.1.1 BEERICE T 5Hi% - HERTEOH 28R
FEERER PK/PD BBR C. EE%h & MB35 PK/PD /X T A —# (AUCMIC, Cra/MIC,
T>MIC %) ZHLNCL., IREDREZBEDT-DITHER PKIPD /XT A —F D F—
Fy MEEEHRT S, FIHAARETEORZE P PK T—%, BWEDREB 5
DITHER PK/PD NS5 A—FZDH— #zbﬁ&@ﬂﬁﬁ@#%%@ﬁ#%%%b
RNOEELRAE - BEERETS,

1.1.2. PK/PD JEEE R BRBE DR~ DS E .
BRI NT2FEERIR PK/PD REBER OE | HRBREDOL MNIBITBPK T —& »
b, BR~OBWIMERESEIRIN S,

1.2. THEHHBRRG L% '
PK&N@C&@%%W%iﬁ@%@HﬁWﬁ 2B B PK/PD /15 A —Z OB
aEEL 2 B,

1.3. BFREEAMOIEEL

#%%ﬁﬁf@%ht#@%%ﬁﬂ%&ﬁ%@%éPWHLA7% FEREE X,
BIERRICBIT D, LV IRNOCBEFNEROKRESE (HiE - HE) ORELIC
HETE %,

1.4. BHEROF R & RHT

BIEAZRIICEP S PK NT A—F ZHoMNZ L, BWERARBROMLEREN TH &
N5 PK TG A—-FOEELZENT S, ZORBEEEICERICBIT3EIERARRY
Bk T& 5 A - BEOBFHEHEMN L R D,

2. JEBRER PKIPD IRB% : S i% :
JERRRIZEIT B PK/PD REREE & B2 2RMICMER T 3121, PK/PD RE

DEELBMLETH S, ZOEELIT, FRBREEESHAECTHARZIAZ L248H
' 5



KBWTEREINTZbDOTHY . ZOEELINEZFEEZRLC, RENERORK
HICESWIERREERT A ENEE LV,
2.1. JERRER PK/IPD BRERRARDIRAEL
21.1. H#EED
A~8HEF ICRZ ~UX

21.2. WIAE
Y7 uRAT7 7 I FEEG 4 BAET 150mgkg RUVER | BAIIC 100mgkg & X nE
YUEREN#E L, BREREAREZBEE IE 5,

2.1.3. H#HEEH
EEEEIIEMICE L GERT B,

21.4. BOREAX _ "
EEFEICLVEERNREEIND -0, ARFEEVCEREESHTET 5,

215, A |
KERHR X I BERER ([ R R S 5.

216. BER7Ta—-L - |

| BEERRGSOREMEMAL., REBMARY ORRE L, 4RHEHSICHE
LTEET D, ®EV— NI, BROBREL—FELT LR L TH DHBEITR,
REDEEERVCOTENBERBOE=F —DRBEND, RTRENHERSH
Bo

21.7. PKIPD /8T A—4 LAEHR L DHERUPKPD RS A—4 D4 —5Fy
FMEDEH ‘ ,
FOMFAER & FIRER IR Y RS (U XAORHFE. BHEs., REAERE, BYY
EORN— M TERESLEROMFPRELZ TFOREL T, PK N7 A—F%HH L,
BESE (EEEE) LHEEOBVPK/PD RT A —F & RH 5, PKIPD NT A —F
DFE—45y MEL LT, UTOEZEHT 3, |
Static effect |Z4EE 7R PK/PD /RF A—Z DF—4 v ME
MEER S ERT ORI (RS IIEER) OLEBEREZBEIE L, 155K 24
REHERICE T 2 ABZIEHRFRMBER OREICMET 5 PKPD NTA—FDF
—4% v ME%. Sigmoid Enx ETFNVEEFHAWVWTEHT S,
BHEODRICHKHERPK/PD XTFA—F DX —4 v ME
Sigmoid Emayx BIFRA &, BEEEIERBHLARFD 1/10 (1 log kill) XX 1/100 (2 log
kill) 12722 DITHER PKPD RXTA—FD¥—4% v MEZEHT 5,
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2.2. PKIPD RECKEBROBN EEELOBER
221. BHBREZLEOBEHN

BRTOES, WMEEHHRAHEORIERRRZTE L., BEREAE - BEORE
WZFIEFEEZ2 PKPD RS A —F RRZEDZ —Fy MEZBALMNZTAZ L2 EH
75, '

222 NBEDER
- RREREEOBREFEREERDH Y, TOBKMNTEMAESCERBSNTND
BA. UTOEEREEZSZBICUSNEEREMBE L UTH UEREMH I
TFHMli L. PK/PD REREROZUMEERIET 5 & & biT, HRIEREOBRK
PROHERIZET B,

o FEREE
. BOE7x ARE : cefpodoxime proxetil
. BN 7 = ARE : cefepime (ceftriaxone™) _
. T3 V2R~ AR meropenem (meropenemy/cilastatin®?)
.. JOx ) orRE : levofloxacin '
. FERED X/ v REK : ciprofloxacin (levofloxacin™’)
. v 7 aZ A4 FHRE : clarithromycin
. 7 hF4 FRE : (telithromycin®*)
. 73773y FRE : gentamicin (arbekacin®°)
. 7Y arRFE A FRE : vancomycin
. XYY T %I linezolid
. T IV A7) %I minocycline

X1 ¥EHOFFICRVWIEEDOGAIER

X2 B EROBEICHER

X3 R RRERREOGZEICER

¥4 7 T4 FREBRBIZAFTRE CHONIEER
X5 : L MRSA OB AIER

FREE - FREABIEORERIZOVWTIE, MBEEZRETERVOT,
FEERIR PK/PD BRI 2 H.l & L7c S5 E DA & B BRFEICE T 5,

223. PKIPDNSGA—2RUVEDZ—4y MEZRHTHICH->TOEER
invitro R RN invivo RBROBRZEE 2. HBRAEEOKEME TR T IEORK
H72 B - BRROFME T, PK/PD T A —FZ 25 L., FEREIC X 5 RIYE
X DIERSRE TR 5, HE - BRI X o T—EDEL) (static effect,
1 log-kill, 2 log-kill %) %52 DIZMHERPKPD NFA—FDF—57 v ME
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RERBBARDHBZ L b, BROTERENERE - BT OV TRET -
BT EBEFELWY,

« PK/PD RTRA—FDF—5F v ME%IEWE}:%MTH: Wi, HEREKL :%T
T3 MIC REERRFL25, BETO MIC X 2 BFEEFRTROLND
7=, 1 FHREEOTNTPKPD NFA—FOF—5y MEZ 12 026 2 &
CEBT S, LedtoT, MIC DRIERECER2ET S, . HECE
FMEHT 57201, A—HTMICRIEZEHEERE L TREMEEZRD S,
MIC ZEARMER (1.25 %%) THELTEBIELZH/ N5, HEkEE
BWRTEORIEE LB EICIEEND B,

BEDRICEET B PK/PD N T A — X ERFT 5B, REBLRERENZ
NENEDY SEROBEAVD, ThbEBORERSRAELRAMICMRIT L
T, BESHRICEHCED S PKPD T A—F ZHLNCTE, BREEDH

- EEHOBESCHELE bERDIRNE | & PK/PD XT A —Z B OMEENE

20 EEHRELED LMET 5 PKPD T A—F EHREICTERVEE

NRBBILICEETS, SREOREEPRERBICLVIBRDR L
PK/PD /3T A—4 DHBZRETTAZ L. & M TIIfT2R0niz, FEREER
HBRCORMNEEL 25,

RS RICHET S PKPD ST A —F ik, BREETIHELELLND,

3. JEBEER PK/IPD RBREICEET 292 DEE

3.1. JEEEER PK/IPD BRER DM EtEDREE

R COELSEZTFAIL, BRALE - BEOREICHATEER PKPD T A —4 %
CBLMCT B I LA, B PK/PD RBROTER BN TH S, FHEERBRICINT
R bz PKPD /3T A —F DX —4 v MEDEEHR~O BT, Bk TD PK/PD
BAER NERDIERBICL > TRIEENE DO TH D, ZD LI RIFBEREBERD
FEEAMEIE. ERICER CHMEINZHENEROAR LT, MOFRRRERICHE
BB EEZBND, 5%, BRIZEITS PK/PD Mﬁ%%ﬁm‘é LItk -7,
INOLORRNBESTEAEIND Z EB#FEIND,

| 2B, ZOHA KIA V5%, FRRORECLVRET S L, RO I
REHLEET VOMIZHBERORRE R R TEAMEET NVOMALHERET 5,



PKIPD BBERHA FS5A >

1. PK/IPD @TOEE L BB v

FEERER CTHIRE L SN 7= HEE D PK/PD 13, MEROBEERRRZHERMITO 2D
\CTERATE 5, BRRBICEV T PKPD M EEHT 5 2 L 0BEIL, FEKUE
FREERORE - ARZRZMNIIRFETAIZLICHY, UTOLSREEREZZ L
na,

1.1. HEEMRERE SV -RE - BROKE

FIBEEDAZE & PK/PD IZBT 25 Thh, b MBI 2B R - A
B¥RET D LT . BWETNZEITS PK-PD RTA—FRREDOHF—F v MEM
BEIRDIEPRENTE 2, K, BROCRESNZHEREZRVT, B
BNTEFIE CREZITV., BERTHWON AL - FEZREL TEX R, 5%
X, U T X5hRATFyINRELZLNS, ‘

- FEEEPR PK/PD RBR CEEZh & #HE85 % PK/PD X7 X —& OfEHE (AUC/MIC,

Crax/MIC, T>MIC %) ZHALNIZL, TR TN EBRDRZR/DHIDICHE
72 PKPD NTA—&D&—Fy MEZEHE, F1IHRRTELRLSE b
PK 7 —# RO & & ¢ 2EBORZ ST (MIC 577) . E6i2, BEFEHAHE
¥ (RRHEEE) OBRLMETEILiIcky, EIHRRERBD- DD
% BEEZRET S, ’ .
FERRIRRABRICE S PKPD N7 A—%, £0&—4 'y ME, KUt hd PK
T—Z RBE 2 CEENCEHE Sh -5 DFERBRIZIBYYT PK/PD fEHT 2170,
R - BEORYM RT3, -

HRINAE - BEZAVWRIEORR (BIHERRSE) 2B\, 8%
% - ZehrERT 5,

FEMARRICBWN TS, BEMEWEIRE (Population pharmacokinetics : PPK)
TS ERAWT, FBEEE2AFATH2RBE IR 2B 2AE - AECET S
BEREH D, |

BLEIRFER ISR PK/PD BT 2 ERE T A2 LI XD, Ak - BEDER
AEBEEBERT, :

[ZE] -
FERGER PK/PD RERTi, ZEEOHE - BERB I 3ZHOT— 4213 B 50
3 Z L6 Sigmoid By TT V& FAWEHTIC L Y, 3h L /8RS 3 PK/PD /%
FA—EZOEERVZ—7y MEOHEENFRETH S, LoLeib, BE
IZB1F 5 PKPD OHEHZH W TIE, 1~3 BEREOHE - HECBRESH D
7= 8, FEEEHR PK/PD RRBRD X 9 72 Sigmoid Enex TF N2 W BT 2 £ 5
TLIIEETH S, BT, 13 EERELDRVALE - AETORKRICBITS
PK/PD HREHZ B W Tit, Eh L #8B5 9% PK/PD RT A —F OB #HET D =
CLITREETHDZ 0D, FEHER PK/PD REROKER AW CHET B2 L 2
®B55,



1.2 BBERBEBROEEE . -
EERABRIZEIT 5 PK/PD SEIT RN Z 2 6B/ oA R, BUTORICBWT,
FRARRERDORERMICET2FAREREEBHETE I bDLEZ NS,
EMFARBROKIIFEERDOH L
EWNA D ERR AR DM AR A
FRIRRBRAE OB IEL
FRIRBASHIM O EHE

1.3. BENERICBT2EESER :

HERFERICBV L, HORERICHTIRZEOEKTICEY, APEOET
BAREEORERB LNV LiIR L B, BIERF%IZB VTS PK/PD ICB5E
THET—FEERBTHILICED, KRN LRE - FEERFTH N TE
%, £, BIERFTRICBITIHE - BEOBRINI. JA 7V A IV~ R—V AV
ML ERTHS, |

1.4, HEEOHBRABILERUVBRERAOER
PK/PD OREHIBSMER T TR <. THER @ B IE R ORIV OBRIZE VT
LEBTREEEREETH S, LEN-> T, H3EICET 5 PK-PD ORFHIEE
ThoN, MO HENH ., ROBIERERIZEY 3 PK/PD OB LEELTH
% AEPRETAILNEETH S,

2. BBME - ®iESZE

AETIR, HEEORRNZERBEREEERBREROLDDEREEIEE
Db, EEERIZEIT 5 PK/PD ##5d5 E T, FEBRIR PK/PD RBEOFIH. EEER
BT 5 PKPD 2RiHT 20 0RBRHECRBRIENLEFROBERZEICONT
BT D, '
HEEOFRIL, EERHOTTH PKPD HANEATHIRETHY , HEED
BAEMEL PK/PD NT A —&% L ORBERMLN TS, FIRAER TH-oTH, &
FPK 2R 2 b— b L7z in vitro ET VR, 8% V= in vivo BRI ET LV ZF
BT 5ZLIitkY, PRKPD T A—F L EMEDBROEBIRNTETH S,
PKPD RIA—FZDF—5 vy MEOBERIZBWTIX, B FTO PK FHRAHLER
ARTH B, A ‘
T, EYBRELDNROBREE XD LT, %, BRESMICBIT 2 HERO®RE
BRVDZ EREE LVA, BRRBRICEBOCIIRIERERBENE L . AF0ERY
BETRELTVWS, HEECEMEIZL - Tk, KT - HlNicBiT 2 BmEE s
BELTBILbFRLRIBEND B,

MERIIBRELZ MR L LTRBY ., FRE~OBEVEREND. 77 EREA
E2RELZARBRSHRBROEZRIRETH S, Liedio T, AERRISHE BEIC
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AT 22 LB LY, ZhICHR L, PKPD ICEET 2REBRT — ¥ #RANICHER
THZEIZCEY, BENCHE - FEOEBERSZ LN TE S,

PK/PD fEMTIZIZ, EIXEEL OBEELZ BN L T2EITE. KL 0BESL B
BT 2R EZONDN, BITRNBRERAOBRR VX, MEICBVWTREREZ L
N—BHTh 5, BITRBEROBERNICOVW T, RBEREEE I HE

- BT OSERD D,

T & OBIVERIZBIT 5 PRK/PD BITIZ W Tk, BE X TIREDREN 9T
2, BB, BREEBL WK MELRH B,

2.1. PK/IPD HiicHB 1128 1 HRROER

FHRADRS T NI LT THRETHIRRIT, 8%, BRERSEIT 2x8L
L. PK ROREH (BAN) 2BRT-L2BMETE, EBENZEYBERR
I L 0 RRER 2 SR SR AT b, PK (BT A AR EREB S Z LN TE
b, TZITHLNMTERYBET —F 2 HEIZ, YEESOE MBI BERNA
PK ETNVEBETHI LR TEIHENEY, TOLIRPK ETMI. BBRICE
HETBBEERG L LIRRRBICHIT B PPK AR 72 DRI FHE O S RPT —
. FEENTEITO LT CEERERERE 2B,

FERHY EHE/FEEELE D) 280D REARDENDI L OHERER R UL
EERALNICTS L E, AR ReoRMcERAREE R B,

Fio, BEMOBWHERIZBO TR, ZOBRBORRIZBWTREERIBY KEE7
REZRIT B2 ik, MTD (Maximum Tolerable Dose : s KTHAE) #RKD B
TEHEREL 2D, EIMRARBRICEIT S PK FRIT. BMERRRL PK ST A—FD
BIfRZBA ST T A0, PK/PD NI A — bkl k- AEZHALMNCTIE
RBWT, FAREREZEX S REENRD S,

2.2. FTHRERIZE T3 PKIPD 4T ' '

T DERFEDEBRABRD BRL, YFEAOFMARRICAW S -d 0@ 2 Hk -
HAEREZITOZETHY, FRIE LT, BROBEORE - AEZAVWERNZE
W 2U6ERD D,

FEERIR PK/PD RERIZE W T, EZhE M5 PKPD NXTA—FZHLMNCL, 1A
BEOREBD-DICHNER PKPD XTI A—FZ0F—Fy MEZEHT 5, 1R
BRCBOLNDE FPKT—F & MR ETIEEDOBERSBEROBZME (MIC) 235,

PK/PD RT A—=FDE =7y MEPROND A REZER L. BEIHEERERD

DAY - AEREORILIZBE LT3,

RiZ, ZTNHDETNARRERNL, BHEITEITS PKPD RFA—FDF—Fy
MEDHEEZITV., Ak FEOZYMHIZ OV TREEZIT 5. MICfEE LTk, MICy
BEERAWVAZ EREETH S, LB U MIC AHEIZBW TR 2 AR TR,
HPVBREREZITIZEBEATH S, . <

BISEOHEIL, KA (BYEAD) BBKIChREY | T EHBYEDRIBA R 72
5, FAlE - AEORE T, B—DRBIZBWTHEERR D Z OEFZER L TT
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ST ENRBROBELRDD LTEETHD, LBOBEBICT sEEZ B E Liz
RREZIT O HEIL. FRFRELES, HBHE < OEFANER LT VWERBRERNARIC
RBREERTIZENEE LY,

BEDPK NT A —FDOHEIZIX, PPKFTIZL Y PK ETNVEBETLZ L8
FAThB, PPKENTIC L ABRSHEICSOWTIE, A RS54 23 Blomddkd 3,

2.3. SMERRICH1+5 PKIPD it
2.3.1. HLEEERRER

T ORMEOBRKARR TIX, B IHERARICBIT 3 /HiE - AERFICE VT PK/PD /3
FA—Z OB RF—7y MERBOLWRE - BEZAVWTITbREN, T0H
E-FAEZLVBECRNT2ERTH, PKPD T A —F DR &3 XHExIT-T
WS ZENREELY, 2720, BERTHERRIZIBWT PK/PD T2 EET 5546
X, BRRBROBREZ R TA-D0BET R FRB/BETH B,

2.3.2. LLBERERFRBRLIS OBEKRER

R A BRI R R AR Tl IR SRYES O B— 0 Eikic ki) 5 PK/PD
RTA—ZORFBIToRS, T LT, ZOERETIL. ZOMOERIZBY
TH PKPD N7 A—FZOKRFHN L, Bk BEOREICHT2ER2EEZHEHT
BEMERSH D FTTRERIRY %< DESNZIB VT PK/PD ST A—F BREHTEXE L5,
M EYIRERE R CHEEDFOREZEIIITORETH 5,

723, PPKEITIZ, ZOBRMBIZBV TR, BHFICRIT IBEEER ORI, BE
DERZFHOBEEFICET A HE - AERSSICERTH B,

24. BEDEEZH OBEEREZHE & L= PKIPD &4 ,
MR EEE. EEEETARE, FEEETARE. REBEREEMETLTWS
BEEZD/EDERZF HBELEM D PK B % F\ - PK/PD @FiTid, YZBaEE
iz a&E2 Bt - AEZ7R" T ETEERBHRER S, FIETRRZ X ST,
MPEDBEIZOWVTIE, FHBRE 1 LUV OFROEEZBSTIRE L, ®ER
RVZ DBEERMDEFEREBHILENEETH S,
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